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ABSTRACT

[NTRODUCTION

Migraine is one of the most common recurrent types of headaches. There's no cure for migraine
headaches. But many drugs can treat or even prevent them. Migraine medications used as prophylaxis in
reatment of migraine includes Amitriptyline, Flunarizine, Topiramate, Propranolol, Sodium valproate
rescue medication include Rizatriptan. Magnesium plays a major role in physiological actions such as’
neurological functioning, cellular mechanism, most substantial evidence for magnesium’s
effectiveness is in patients who have or have had aura with their migraine, it is believed magnesium
may prevent the wave of brain signaling, cortical spreading depression (CSD) and in platelet

aggregation increase.

The assessment of migraine can be done by Migraine Therapy Assessment Questionnaire (MTAQ), 2
nine question migraine care management questionnaire, gathers information in five areas including

symptom control, frequency of attacks, knowledge/behaviour barriers, economic burden, and overall

patient satisfaction with treatment of migraine.

This prospective study conducted for six months focuses on the prevalence of usage of Amitriptyline,
Flunarizine, Topiramate, Propranolol, Sodium valproate, the percentage reduction in headache

frequency after using these drugs and thus the management of migraine. It also documents the

percentage reduction in headache frequency in patients with and without magnesium as an add on

therapy. The level of migraine control is studied using Migraine Therapy Assessment Questionnaire

(MTAQ).

AIM

To study the pharmacological management of migraine in a tertiary care hospital

OBJECTIVES

* To document the prevalence of usage of amitriptyline, flunarizine, topiramate, propranolol and

sodium valproate.
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, To document the 3 month headache rate and % r A
o reduction in the headache frequency in patients after

using amitryptiline, flunarizine, topiramate, propanalol and sodium val
valproate.

» To compare the 3 month headache rate and its % reduction in headache frequency in patients with

and without magnesium as an add-on therapy.

« To document the level of migraine control using Migraine Therapy Assessment Questionnaire

METHODOLOGY

STUDY DESIGN

A prospective study for a period of six months.

Data was collected using specially designed data collection form.

Patient were selected based on inclusion and exclusion criteria.
+  The study analysed the pharmacological management of migraine.

+  Data was collected by direct interaction and telephone conversation with patients and from

case files in the respective department.

+  This data was used to evaluate changes in migraine severity from the baseline.

STUDY PERIOD

A six-month study was designed using prospective data.

* The study was done by taking details of patients from the medical records and the Mediware

system available in the Lourdes Hospital, Kochi and by direct and telephonic interaction for a

period of 6 months.

STUDY SETTING

ent of Lourdes Hospital, Post Graduate Institute of

This stud i in Neurology Departm
PSRRI ERES & 682 012, Kerala, India, which is a 500 bedded

Medical Scj Kochi -
g h, Ernakulam, L , :
PEANC et of amenities. The institution 1S equipped with

multispecialty tertiary care hospital with 2 wide range
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7Super-sp60ialty department and 22 other departments with facilities comprising 12 operation

heatres, 10 intensive care units and a computerized Lourdes Mediware system. Clinical laboratories

yith 180 standards. It is one of the top most hospitals in Kerala where even the poor have access to

dvanced medical care in an atmosphere of love and compassion
" :

sTUDY POPULATION
All the patients who report with Migraine in the Neurology Department during the study period.
SAMPLE SIZE

v As suggested by the Statistician, sample size for the study was calculated to be > 138.

v’ The sample size was calculated by the formula,

Z=1.96,P=10

Y Where n is the sample size, Z is the statistic corresponding to level of confidence (95%)

v P is expected prevalence, E is the allowable error 5%.

METHOD OF SELECTION

Patients were selected based on inclusion and exclusion criteria.

INCLusION CRITERA

Classification of migraine according to ICHD
All genders are eligible

Patients taking Amitriptyline, topiramate, flunarizine, propranolol, and sodium valproate




EXCLUSION CRITERIA _________ -

[ncomplete data.

, Patients not willing to participate.

DATA COLLECTION

The data were collected using specially designed data collection form. Prospective patient

demographic details as well as treatment details were extracted from medical records and Lourdes

Mediware system and the follow up was done by telecommunication.
DATA COLLECTION TOOL

+ Medical records and Lourdes Mediware system.

» Specially designed data collection forms.

+ Migraine Therapy Assessment Questionnaire (MTAQ).

DATA COLLECTION METHOD

Details of patient with migraine (during a period of 6 months November 2022~ April 2023) were

collected from the medical records and the Medi-ware system available in Lourdes Hospital, Kochi.
The selected cases were then analysed by obtaining those files from medical records department and
subsequently entered into data collection forms. The collected data were verified before entering on
the terms of inclusion and exclusion criteria. The follow up was carried out using MTAQ through

telecommunication. The data was entered into Microsoft excel and further analysis done using SPSS

Statistical software.

STATISTICAL ANALYSIS
The collected data were compiled using Microsoft Excel and were presented using tables and graphs.

The data were tabulated analyzed and compared with relevant studies. Analyses were carried out at

Y% level of statistical significance. The statistical software SPSS was used for analysis of the data.
One-way ANOVA test. MacNemar x2 test and, Paired samples t-test were the tests used in the

Procedyre.
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ZESULTS AND DISCUSSION

A total of 154 patients having migraine was studied during the study period. The study deduced
inat patients of age between 40 and 50 years had higher prevalence of migraine f= (25) (16.23%)_and
he female population is more affected by migraine (f= (107) (69%). The study also concluded-that
migrain€ with aura is more prevalent in migraine patients (f=127)82.5% in contrast to previous studies.

In the study setup migraine with bilateral origin was more prevalent than unilateral origin.

it was found that the most prescribed medication in the study setting was amitriptyline £ =95(61.7%)
followed by topiramate and flunarizine. The average percentage reduction in migraine attack
frequency when using the different drugs was studied and it was found that among the 5 drugs under
study flunarizine showed higher average percentage reduction in 3 months migraine frequency
(62.086%) Magnesium supplement given as an add-on therapy recorded 65.153% average percentage
reduction in migraine attack frequency, concluding that magnesium as an add on therapy improves the
results of the management. According to the managemental issue breakdown using the Migraine
Therapy Assessment Questionnaire; Poor symptom control and high attack frequency were the most

common managemental issues, and were resolved in the follow-up research,

CONCLUSION

Our study aimed at better understanding of migraine and its management. The study found that
amitriptyline was the most commonly used prophylactic medicine in the management of migraine in
the study setting and also found out that magnesium as an add-on improves the overall migraine

control. The Migraine Therapy Assessment Questionnaire identified that the most prevalent

d high attack frequency and also recorded decline in

anagement issue was poor symptom control an

the frequency of attacks and emergency Visits indicating better migraine control at the follow up

month.
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INTRODUCTION

INTRODUCTION

HEADACHE IN ANCIENT TIMES

The history
ry were evident. Neolithic skulls show that trepanation (the removal of a segment of

of headache and neuroscience goes as early as 7000 BC, when the signs of ancient

neurosurge

yone from the skull) was widely performed. Trepanning was still recommended by some 17th

century physicians for the treatment of migraine. In 1660, William Harvey recommended

repanation to 2 patient with intractable migraine.

The Ebers Papyrus, dating back to about 1200BC and named after a professor of Egyptology,
mentions migraine, neuralgia, and shooting head p
uments from around 1550BC. Following the instructions on the papyrus, the Egyptians would
he head of the patient using a strip of

ould cure their ailments.

ains, and is said to be based on earlier medical

doc
d a clay crocodile holding grain in its mouth to t

en bore the names of the gods whom the Egyptians believed ¢
sing the scalp, and possibly

firmly bin

linen. The lin

In actual fact, the process may have relieved the headache by compres

collapsing distended vessels that were causing the pain.

ANCIENT GREEK AND ROMAN SCHOLARS
st to describe visual symptoms of migrain

followed by violent pain beginning in t

e. He described a

Hippocrates — in 400 BC — was the fir
he temples and

shining light, usually in the right eye,
ck area.

eventually reaching the entire head and ne
e disturbances and to the flow of bi

Headaches have long been attributed to digestiv le, one of the

digestive juices. Almost 2,000 years g0 the Roman ph
d with pain when yellow bil

ysician Galen commented: “How constantly

e is contained in the stomach: as also the

do we see the head attacke
4.7’ Hippocrates, attributing migraine to

n the bile has been vomitea.
partially

h to the head, realized that yomiting, when possible, could
hildhoo n nature, are

pain forthwith ceasing whe

vapors rising from the stomac
d, often migrainous 1

relieve the pain of headache. The vomiting attacks of cl

still referred to as “bilious attacks™

s et

St, x
Joseph’s College of Pharmacy




Chapter I

INTRODUCTION

HEAD ACHE IN MIDDLE AGE

1 1098+ 180 Hildegard of Bingen wrote about ey Visions® which we though
'€ thought to be migraine

qura. European headache treatments in the Middle Ages ivolved
ve rugs-

opitm and vinegar solutions.

THE SCIENTIFIC ERA

soaked poultices and

in 1672 Thomas Willis introduces the term ‘neurology® and the vascular theory of headache, in
1770s Erasmus Darwin proposed centrifugation as a treatment, in 1873 Edward Liveing publis;led
his first major work devoted to migraine and introduced the theory of nervous system dysfunction.
In 1888 William Gowers published influential textbook on neurology. He also divided headache

(reatment into acute and preventive.
THE 20™ CENTURY

In 1908 Paul Ehlich won Nobel Prize for work on receptors in the brain. In 1930s Harold Wolffe
studied headache in the laboratory, performing many laboratory experiments which supported the
vascular theory of headache. In 1960s research into migraine and headache began at The Prince
Henry and Prince of Wales hospitals in Sydney. Late 1960s serotonin is found to treat headache,
but it had too many side effects. In 1972-1990 Dr. Patrick Humphrey in the UK built on this

research to develop triptans. ']

WHAT IS MIGRAINE?
Migraine is one of the most common recurrent types of headaches. This neurological disorder is

characterized by pain in head most often unilateral and generally associated with nausea and
vomiting, various other symptoms may include photophobia, phonophobia and sometimes visual

i sory,
sensory disorders such as zigzag vision, flashes of light, language/speech turbulences, sensory

i i terized b
and motor abnormalities. Aura is a transitory focal neurological discrepancy charac y

. o
Visual language/speech, sensory, or motor anomalies. (4]

' : i se stages may include:
Migraine is different in everyone. In many people, it happens in stages. These St2g

L. Prodrome |
e who have migraine notice symptoms like:

Hours or days before a headache, about 60% of peopl
* Being sensitive to light, sound, or smell

* Fatigue
*  Food cravings or lack of appetite
3

St
JOSeph "o C'alloos ~f PhAarmacVy
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Mood changes
gevere thirst

Bloating

Constipation or diarrhea.

7. Aura
These symptoms stem from the nervous system and often involve our vision. Th
1sion, They usually start

gradua“y’ over a 5- to 20-minute period, and last less than an hour Symptoms includ
: s include:

. Seeing black dots, wavy lines, flashes of light, or hallucinations

. Have tunnel vision

« Blind spots
Have tingling or numbness on one side of the body
« Having trouble speaking clearly

+ Have a heavy feeling in the arms and Iegs

« Have ringing like sensation in the ears

3. Attack
A migraine headache often begins as a dull ache and grows into throbbing pain. It usually gets worse

during physical activity. The pain can move from one side of the head to the other, it can be in the front
of the head, or one can feel like it's affecting the entire head. |

About 80% of people have nausea along with a headache, and about half vomit. The person may also

appear to be pale and clammy or faint.

ut severe ones can go for more than 3 days. It’s common

Most migraine headaches last about 4 hours, b
1o get two to four headaches per month. Some people may get migraine headaches every few days,
while others get them once or twice a year.

4. Postdrome

This stage can Jast up to a day after a headache. Symptoms include:

*  Feeling tired, wiped out, or cranky |

* Feeling unusually refreshed or happy
* Muscle pain or weakness

* Food cravings or lack of appetite

-_—

§t Josepp,
9%eph’s College of Pharmacy




chapter |

M

igraine Causes

e oxact cause of migraine headaches is unknown, although it seems to be related ;

- and in the genes. Migraine may be passed down from one’s parents. For mzn " ::anges. " t ne
pought migraine happened because of changes in blood flow in the brain, R
Current thinking is that a migraine likely starts when overactive nerve cells send out signals that trigger
(he trigeminal nerve, which gives sensation to the head and face. This cues our body to reliie
demicals like serotonin and calcitonin gene-related peptide (CGRP). CGRP makes blood vessels in
e lining of brain swell. Then, neurotransmitters cause inflammation and pain, ("

Migraine Risk Factors

The American Migraine Foundation estimates that more than 38 million Americans get migraines.

Migraine risk factors includes:
« Sex: Women have migraines three times more often than men.
« Age: Most people start having migraine headaches between ages 10 and 40. But many women
find that their migraines get better or go away after age 50.

+ Family history: Four out of five people with migraine have other family members who get

them. If one parent has a history of these types of headaches, their child has a 50% chance of
getting them. If both parents have them, the risk raises to 75%.

+ Other medical conditions include: Depression, anxiety, bipolar disorder, sleep disorders,

and epilepsy_ (4]

Migl'aine'Tl'iggers

Some common migraine triggers include:
¢ they’re pregnant,

ontrol that uses

*Hormone changes: Many women have headaches around their period, whil

i birth ¢
or when they are ovulating. Symptoms may also be tied to menopause, ol

hormones, or hormone replacement therapy.
’ p d vessel changes that might lead to a

* Stress: Brain releases chemicals that can cause bloo

mi aine' ., . . -
g . and food additives like mitrates

Foods: Some foods and drinks, such as aged cheese, alcoho

and monosodium glutamate (MSG), cause migraine.

Skipping meals

¥—_;____!__;_;f¢====""’__;
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e: Getting too much or not i
Caffeinc: getting as  mych g :
s caffeine may cause

headaches. Caffeine itself can be a treatment for acyte migraine attack
s.

Changes in weather: Storm fronts, changes in barometric pressure, strong winds, or changes i
; ) es in

Jltitude can all trigger a migraine.

Senses: Loud noises, bright lights, and strong smells can set off a migraine.
Medications: Vasodilators, which widen blood vessels, can trigger them.
Physical activity: This includes exercise and sex.

Tobacco

Changes in sleep: Too much or not enough sleep. !

Migraine Types

There are several kinds of migraines. The most common are migraine without aura (or
common migraine) and migraine with aura (also known as a classic migraine).

1) Migraine without aura, is a clinical syndrome characterized by headache with special
features and associated symptoms. 2) Migraine with aura, is primarily characterized by
transient focal neurological symptoms that usually precede or sometimes accompany the
headache that is experienced in almost one-third of patients. Some patients also experience
aprodromal phase, occurring hours or days before the headache, and/or a postdromal phase
following headache resolution. Prodromal and postdromal symptoms include
hyperactivity, hypo-activity, and depression, cravings for particular foods, repetitive

yawning, fatigue and neck stiffness and/or pain.

Other types include:

Menstrual migraine: This is when the headache is linked to period. These usually happen 2

days before period starts and last through 3 days after. Other kinds of migraine headaches may

occur during the month, but the migraine around menstruation is usually without aura.

Silent migraine: This kind is also known as an acephalgic migraine. The symptoms are similar

to that of migraine with aura. In fact, aura is usually the main warning sign of this typ
oms may also occur. It usually lasts only about

e of

Migraine, But nausea and other migraine sympt

20-30 minutes

Vestibular migraine: Symptoms include balance problems, vertigo, nausea, and vomiting,
' i a history of motion

With or without a headache. This kind usually happens If people who have a history

sicknesg,

Ph'e College of Pharmacy
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‘ igraine: It causes stomac :
28 doml"“l mig auses stomach Pain, nauseqy and vomit;
o, omiting, It oft
. en happens in

ildren and may change into classic migraine headacheg
’ S over time,

(femiplegic migraine: It causes a short period of paralysis

: (hemiplegi
gide of the body. Symptoms may include numbness, dizzine plegia) or weakness on one

S8, Or vision change
ocular migraine: This is also known as an ophthalmic or g

retinal migraine. It causes short.

fived, partial, or total loss of vision in one €ye, along with a dull ache behind th h
e eye, which

may spread to the rest of the head.

Migraine with brainstem aura: Dizziness confusion
A , or loss of balance ¢
an happen before

the headache. The pain may affect the back of the head, These symptoms usually start suddenl
uddenly

and can come along with trouble speaking, ringing sensation in ears, and vomiting, This typ
» . c

of migraine is strongly linked to hormone changes and mainly affects young adult women

Status migrainosus: This severe type of migraine can last more than 72 hours. The pain and
nausea may be intense. Sometimes, medicines or medication withdrawal can cause them.

Ophthalmologic migraine: This causes pain around the eye, including paralysis of the
muscles around it. This is a medical emergency because the symptoms can also be caused by

pressure on the nerves behind the eye or by an aneurysm. Other symptoms include a droopy

eyelid, double vision, or other vision changes. I

Migraine Frequency

Migraine frequencies may be divided into three. Episodic migraine means one gets the migraine often.

High-frequency episodic migraine means one will have 8 to 14 migraine headache days per month.

This condition is more likely to develop into chronic migraine.

Chronic migraine means migraine headaches more than 15 days in a month and eight of those days

have migraine features such as:

.Thc Current estimate of global migraine prevalence is =R
InIng

Moderate to intense head pain

Pain is on side of head (one or both)
Pain throbs or pulsates

Pain gets worse on moving

Nausea or vomiting

Sensitive to light and sound .
9, and the one-year prevalence of migraine

AWwas 25.6%.

v—;’///

7
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: igh-freque episodic miora;
(hronic and even high-frequency episodic Migraine can cayge disabling condit;
; : itions,
1 pain intensity of each headache, the more disabling it can pe ns. And the higher
e '

\ﬁgﬁine Diagnosis

(1is diagnosed on the basis of signs and symptoms, which includes

Location of onset of pain

Frequency of attacks
. Duration of pain

o Other family members who have migraine

+ All the medicines and supplements consumed, even over-the-counter medications.
The tests to rule out other things that could cause your symptoms, includes:

+ Blood tests

« Imaging tests like MRI or CT scans

« Electroencephalogram (EEG) [

MIGRAINE TREATMENT
Migraine headaches have no cure. But many drugs can treat or even prevent them.
Preventive medicines: In case of severe headaches, four or more migraine days a month or if the

reatment doesn’t work, preventive medicines are prescribed. One should take them regularly to make

the headaches less severe or frequent.

They include seizure medicines i.e. anticonvulsant drugs like topiramate, valproate, zonisamide. Side
effects of anticonvulsants may include nausea, vomiting, diarrhoea, weight gain, sleepiness,
dizziness, blurred vision ; blood pressure medicines like beta-blockers like propranolol, atenolol,

timolo|, metoprolol, nadolol, side effects of beta-blockers may include fatigue, nausea, dizziness

When Standing, and depression, insomnia and calcium channel blockers like diltiazem, nimodipine,

; e i ; ssure, weight
4 verapamil, side effects of calcium channel blockers may include low blood pressure, weig

, . . ) (3]
Bain, dizziness, constipation, some antidepressants, and shots of botulinum toxin type A (Botox)

Migrai . NPT T T
$aine medications used as prophylaxis in treatment of MIgraine ncludes:

e e —————————————————

-Y{ Jﬂrn.. & o
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. include irritable  bowel syndrome, sleep disorders,

: diabetic neuropathy, - agitation,
ﬁbromyalgia and insomnia.

echanism of action: it acts by inhibiting the membrane pump mechanism responsible for the
cuptake of transmitter amines such as.norepinephrine and serotonin, there
r g

by increasing their
centration at the synaptic clefts of the brain, [6]
con

2 Flunarizine

This drug belongs to class 4 calcium antagonists, a selective calcium entry blocker with calmodulin

binding properties and histamine H-1 blocking properties used as migraine prophylaxis in patients
with severe and frequent episodes who have not responded adequately to more comron
treatments. |

Mechanism of action: it acts by inhibiting the inﬂﬁx of extracellular calcium through myocardial
and vascular membrane pores by physically plugging the channel. The reduction in intracellular
calcium inhibits the contractile processes of smooth muscle cells, causing dilation of the coronary
and syétemic arteries, increased oxygen delivery to the myocardial tissue, decreased total
peripheral resistance, and vsystemic blood pressure and after load reductions. [)

3) Topiramate _ |

This drug be]ongs to the class second generation antiepileptic drugs used m the control of epilepsy
and in the prophylaxis and treatment of migrainés. Off label uses include adjunct therapy for
Weight management and for mood disorders. ’

Mechanism of action: Topiramate stimulates GABA-A receptor activity at brain non-
benzodiazepine receptor sites and reduces glutamate activity at both AMPA and kinase receptors.
No“"a”)’, GABA-A receptors are stimulatory for neuronal activity. By increasing GABA activity
and inhibiting glutamate activity, topiramate blocks neuronal.excitability, preventing seizures. and
Migraines, Additionally it blocks the voltage-dependent sodium channels, further ‘blockmg seizure
livity ang carbonic anhydrase isoenzymes. [7*#)

9 PrOpranolol

. Jo , '
Seph’s College of Pharmacy
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This drug belongs to class non selective beta-adrener

gic antagonists useq ¢
hypertension, angina, atrial fi 0 treat

brillati o1 ;
ation, myocardial Infarction, migraine, essentia] tremor
hypel‘U'OPhic subaortic stenosis, and pheochromocytoma ,

Mechanism of action: it acts by blocking the receptors leading to vasoconstriction, also
acts by inhibition of angiogenic factors |ike vascular endothelig]

pasic growth factor of fibroblasts (bFGF), induction of apoptosi
well as down regulation of renin-angiotensin-aldosterone system ( RAAS), (0]

5) Sodium valproate

This drug belongs to the class anticonvulsants and are used to control complex partial

seizures and both simple and complex absence seizures, bipolar disorder and occasionally

used to prevent migraine headaches. The off-label uses may include treatment of acute

bipolar depression, emergency treatment of status epilepticus.

Mechanism of action: it exhibits pharmacological effects by acting on GABA levels in the
CNS, blocking voltage-gated ion channels, and inhibiting histone deacetylase. Impaired
GABAergic inhibitory activity is established and the pathophysiology of seizure initiation

and propagation, given that controlling this pathway a potential target for antiepileptic
drugs.

Rescue medication include

RiZatI‘iptan
This drug belongs to class second generation triptan and a selective 5-HT receptor
antagonist used in the rescue treatment of migraine.
Mechanism of action: it acts on 5-HT 1B and 5-HT 1D receptors on intracranial blood
Pressures and sensory nerves of the trigeminal system. It binds to these receptors with hi'gh
affinity. It also causes vasoconstriction of intracranial extracerebral blood vessels, which

Is thought to occur primarily via 5-HT 1B receptors.

i iprai che. Preventive
Acute treatment, for pain and other symptoms during a migraine heada
treatment, to reduce the frequency and severity of migraines

0 i
Mimon Migraine treatments include:

Pain Kiljers (for pain relief).

w

10
. Josepy, -
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3\'ﬂi]ab]e

Aside
ys (N 1 ol .
qflammatory drugs (NSAIDS), which relieve pain ang reduce inflammat

L]

¢ ov

er-the-counter (OTC) painkillers are Commonly ygeq
used for

in prescription strength. migraines, but many are only

from acetaminophen, an analgesic that only relieves pain, these g
» tNESe drugs are n i
onsteroidal anti-

; ion;
Acetaminophen

Aspirin
Diclofenac
Tbuprofen
Ketorolac

Naproxen

Excessive use of these medications can cause rebound h
eadaches or addictio inici
n. Clinicians may sugg
est

prescription medicines that may work well to end the migraine pain including triptans, as well as th
’ . as the

newer ditans and gepants.

Possible side effects of long-term NSAID use include:

Heart attack
Stroke
Kidney damage

Stomach ulcers

Triptans

Triptans are a newer class of drug that increases serotonin levels in your brain, reducing

infl : g ; D . .
ammation and constricting blood vessels, effectively ending a migraine. Triptans are available

a pi o :
pills, nasal sprays, injections, and tablets that dissolve under the tongue, and work quickly to

Sto . s "
P 2 migraine, These drugs balance the chemicals in your brain. Examples-

almotri .
riptan, eletriptan, sumatriptan, and zolmitriptan.
Erg()lilmine

SPecial| . .
Y for migraines, They cause blood vessels around the brain to con

Migraing wigh: ' ~
"¢ Within a few minutes. Ergotamines are available as pills, tablets t

beag

beag

ongye
s N . . .. . gt
asal sprays, suppositories, and injections. They

ach Gk L
¢ Symptoms, and some have the option (0 take additional

-I.h' . . . .
Is also works on the chemicals in brain. Ergotamines
tract and can relieve

re generally taken at the

doses every 30 minutes 1

a ,
Che Continyes,

rizatriptan,

were the first class of drugs used

a

hat dissolve under the
first sign of

{ the

\______________————_'

L Joge
ph'’
¥ College of Pharmacy
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- Crgmamincs arc:
N

Dihvdrocrgotaminc

Ergotamine

Ergotamine And Caffeine

Methysergide

Methylergonovine

Frgotamines can have dangerous side effects. They can cause birth defects and h

cart problems,
nd are toxic in high doses.

npregnant or breastfeeding or heart disease patients, one shouldn’t take ergotamines. Ergotamines

an also interact negatively with other drugs, including antifungal and antibiotic medication.

Antinausea drugs:

These drugs reduce nausca and vomiting that can accompany severe migraines. They’re
usually taken along with a painkiller, as they don't reduce pain.
Some include:

¢« Dimenhydrinate

+ Metoclopramide
* Prochlorperazine
* Promethazine
* Trimethobenzamide
These drugs may cause drowsiness, less alert, or dizzy, and have other possible side effects.

Lasmiditan: This drug eases pain, nausea, and sensitivity to light or sound.
igrai bination of
* Opioids: These are much powerful painkillers. Many migraine drugs are a com

Opioids and painkillers. Some opioids are:

* Codeine

Meperidine

MOI‘phine

OX}’COdone

0 ibed sparingly.
iy Carry a serious risk of addiction, so they’re usually preseribed 5P

CGRp ications
: t group of medica
. receptor antagonists CGRP antagonists are the newest g

pproved for prevention of migraines.

12
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ey work on the calcitonin gene-related peptide (C GRP)
,a

' i i protei
(GRP i involved in the pain associated with 5 Migraine n that found argung the brain,

dications is ex
js class of me pected to grow over he coming years, ¢
-ars. Current ones
€s include:

Th

Erenumab

Fremanezumab %)

the brain, which may stop or reduce pain,

Neuromodulation devices: Other devices can affect the vagus nerve and the trigeminal
inal nerve

to give relief from or prevent migraine,

Home remedies
Migraine can be relieved by
» Resting with eyes closed in a dark, quiet room

Putting a cool compress or ice pack on the forehead

« Drinking plenty of liquids
Complementary and alternative treatments
Some people get relief with therapies they use in addition to or instead of traditional medical treatment.
These are called complementary or alternative treatments. For migraine, they include:

+ Biofeedback: This helps one to take notes of stressful situations that could trigger symptoms.

If the headache begins slowly, biofeedback can stop the attack before it becomes full-blown.

Cognitive behavioral therapy (CBT): A specialist can teach you how actions and thoughts

affect how you sense pain.
mins, minerals, and herbs can prevent or treat

* Supplements: Research has found that some vita
nd melatonin, Butterbur may head off

migraine, These include riboflavin, coenzyme QI10, a

migraine, but it can also affect liver enzymes. d
i ' ' sure, acupuncture, an
* Body work: Physical treatments like chiropractic, massage, acupressure, acup
craniosacral therapy might ease headache symptoms.
Migrain ;
¢ Preven .
2 s in a diary so that it will be

‘ ttern
Identify and avoid triggers: Keep track of the symptom pa 22

easy to figure out what’s causing them.
ques like meditation, yo, 7
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mindful breathing. _
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patona regular schedule.

prink lots of fluids.

Get plenty of rest.

Regular moderate exercise.

ive medicines.
, preventl

OLEOF MAGNESIUM IN MIGRAINE PATHOPHYSIOLOGY

sthe second most abundant intracellular cation, magnesium plays a pivotal role in the phys;

Jfihe human bo.dy. It‘ plays a major rlole in physiological actions such as neurologicalef:n:;:r:ionggy
cellular mechanism, it also plays an important role in the platelet aggregation increase and in th ;
pamophysiology of migraine as it governs the cortical spreading depression which is an underlying
nechanism of migraine attack.

Routine blood test do not reflect true body magnesium source since less than 2% is in the
neasurable, extracellular space, 67% is in the bone and 31% is located in the intra-cellular space.
Anexample that empirically supports this is the clinical trial by Bigal et al in which administration
of 1000 mg magnesium sulfate in migraineurs with aura led to a significant improvement of pain
and all the other associated symptoms that were monitored.

Magnesium in its ionized form may also effect the functioning of several other neurotransmitters
such as serotonin, and pre-treatment with magnesium prevent the vasoconstriction produced by

magnesium in a safer and cheaper way, potentiating the advantage and impact of magnesium in

the prevention of migraine. The most substantial evidence for magnesium’s effectiveness 1s in

ptients who have or have had aura with their migraine.

ltisbelieved magnesium may prevent the wave of brain signalling, cortical spreading depression
factor for more than 350
) to be fully functional

cid metabolism or

(CSD) and in platelet aggregation increase. This ion is a crucial c0
“zymes particularly those necessitating adenosine triphosphate (ATP

A K3 . ' -
eluding the numerous protein kinases, proteins contributed to nucleic

A 3 i 2 . . 4
TP-ases involved in various ions transportation. s
h renal reabsorption and gastrointestina

se negative body Mg palance. Mg
ced between

Vagnesiury balance in the body is mainly regulated throug

bsorm :
Option. - Altered gastrointestinal absorption can cau

. ] hich are la
deﬁc1ency IS normally speciﬁed by measuring serum Mg concentrations w lC. p.fed " B
Vg 15, The spreading depression (SD) is speciil

1.0S mmol/L in healthy individu
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40 o dtoa temporary cessation of ne
dtoplay o e in migraine pathogenesis and needs the re| uronal function, and js
elease of gluta
mate. N-meth
yl-D-

MDA) receptors play a critical role i

e . 0 the propagation of this proced

oviouS invest! AU,

in brain, the decreased levels of Mg in serum, saliva, and
» and cerebrospinal fluid (CSF) of

atiOnS have l'eporte(l c nf‘
g Clic resonance Spec
P [IOSCOpy

MRS)
nigrain® patients are obvious during and between migraine attacks, Mg defici .
neum_inﬂammation, serotonin 3 receptor affinity, NMDA receptor bloci ¢ lclenlcy influences the
glutamﬂte and nitric oxide activity. age, calcium channel, and
Magnesiumm counteracts both vascular and neurogenic mechanisms of migrai :
medicatiOH for e prevention and treatment of migraine would have no side eg;faelcr:: :;JhZﬂ’l: c:

) CLS,

ind no sk, would be safe in pregnancy, as well as be highly effective while remaini
| o mainin
inexpensive. Of-course no such medications exists, but magnesium comes closer tha ;
. . n many
entions on all these fronts. Magnesium oxide is frequently used in pill form to prevent
n

interv
¢, usually at a dose of 400-600 mg per day. Acutely, it can be dosed in pill form at the

migrain
same dosage
The most frequent side effect is dia

or given intravenously as magnesium sulfate at 1-2 gm.
rthea which can be helpful in those prone to constipation.

Diarthea and abdominal cramping that is sometimes experienced is dose-responsive, such that a

lower dose or decreasing the frequency of intake u

oxide in doses up to 400 mg is pregnancy category A, whic

ave been suggested, including hormonal (estro
dietary (missed, delayed or

ens, loud

sually take cares of the problem. Magnesium
h means it can be safely in pregnancy.
Many possible migraine triggers h gen), emotional
(stress, anxiety, tension), physical (tiredness,
imegular meals, dehydration, alcohol), environ

noises) and medicinal (sedatives, combined oral co

poor- quality sleep),
mental (bright lights, flickering scre
ntraceptive pill, HRT) factors. Migraine is 2

that up to 60% of people get migraine

genetically influenced complex disorder. It is estimated
ive to changes in their environment

because of their genes. These genes make people more sensit
an bring on an attac

ibility in those genes. T
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W

M-c,rainc being ONe of the most prevalent diseases in thig era is stil] being underdiagnosed b

i . . . €d because
f:veral reasons. TO study the different issues in the Management of migraine, The MT

B . The MTAQ is a

L
seful 100
IGRAINE THERAPY ASSESSMENT QUESTIONNAIRE

The assessm

MTAQ) wh

maﬂﬂgemem
ontrol for pre/post measurement.

ent of migraine can be done by Migraine Therapy Assessment Questionnaire
ich is a reliable and valid questionnaire to identify migraineurs whose migrai
graine

maybe suboptimal in a primary care setting, it also assesses the level of migraine

The MTAQ 18 2 brief survey designed to identify possible management issues for patients with

migraine. The MTAQ consists of nine dichotomously scaled questions that focus on migraine

control, frequency of attacks, knowledge and behavioral barriers, economic burden, and treatment

satisfaction.

Fach MTAQ questions receives a score based on the response categories.1 for yes and 0 for no

aswers. Questions 1, 2, 5, and 9 being reverse coded receives yes0, nol.

And questions 3 and 4 are scored together.

+ Ifquestions 3 and 4 are yes responses, then together their score is 0

+ Ifquestion 3 has a no response and question 4 has either a yes or no response, the combined

score will also be 0.

« If question 3 has a yes response and question 4 has a no response, then their combined

score will be 1

This yields a total MTAQ score ranging from 0 to 8. A higher score indicating a greater number

of migraine management issues. The individual MTAQ questions can be combined to form three

tion, and economic

broader. domains: migraine control, knowledge/ behaviour /treatment satisfac
fifth grade or

huden. The MTAQ is appropriate for use with individuals having a reading level of

higher,

]' i .
Menagement issue 1 Poor symptom control, included MTAQ questions I'and 2

) | , |
Managemen issue 2: High attack frequency, i cluded MTAQ questions 3 and 4

4 : i dé.
Veagermen; issue 3: Knowledge/ behavioral barrier; included MTAQ questions 5 21

; i dsg.
Manageme“t issue 4: Economic burden, included MTAQ questions 7 an
16
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